1. Introduction {#sec1}
===============

Tuberculous lymphadenitis (TL) or scrofula was firstly described by Hippocrates \[[@B1]\]. During the 18^th^ century, tuberculous cervical lymphadenitis was known as the "king\'s evil" which was believed to be cured by the royal touch \[[@B2], [@B3]\]. TL seems to be more common in females than in males with the Asian and black women showing an increased risk for this type of infection \[[@B4]\]. Cervical lymphadenopathy, which is the most common form of extrapulmonary tuberculosis, is estimated to mainly appear between the ages of 20 and 40 years \[[@B5]\]. Other studies also report that peripheral TL is usually presented in young adults \[[@B6]--[@B8]\]. Particularly, for the USA and the UK, TL is frequently diagnosed between the ages of 25 and 50 years \[[@B9], [@B10]\].

We present the case of a left lateral cervical lymphadenopathy with draining sinuses, resulting from tuberculous infection. Its uniqueness lies in the complete absence of any constitutional symptom of tuberculous disease except the cervical swelling with draining sinuses, in the patient\'s advanced age being uncommon for this particular condition, and in the use of oral steroids when a paradoxical deterioration, after an initial remission, of the patient\'s neck condition during antituberculous treatment, was observed. The age and the robust response of the patient to steroid therapy, while under antituberculous treatment, despite the conflicting opinions in the literature \[[@B11]\], are underlined for management of similar conditions.

2. Case Presentation {#sec2}
====================

An 89-year-old male smoker patient presented at the emergency department of our hospital with left, deep purplish cervical swelling with draining sinuses. The patient reported that three months ago, painless erythematous nodular swellings appeared in the left lateral neck area. No respiratory symptoms, fever, or weight loss were reported except for occasional dry cough and mucous expectoration since he had been a lifelong smoker of 70 pack-years. The patient was a taxi and bus driver. His past medical history included surgery for benign prostate hypertrophy 15 years ago, as well as an unscheduled visit to the emergency department of our hospital, 6 months ago, due to an acute hypertensive episode associated with pulmonary edema, being treated by intravenous diuretics. Since then, he had been on valsartan-hydrochlorothiazide therapy (16 mg + 12.5 mg), once daily. On examination, the patient, a tall and thin man, (BMI = 19.6 Kg/m^2^), with normal skin color, had a normal physical appearance except for his left lateral neck lesion including draining tract sinuses with purulent material ([Figure 1](#fig1){ref-type="fig"}) and scarce low-pitched expiratory wheezes. The cardiovascular examination showed a mild systolic murmur in the right second intercostal space compatible with moderate aortic valve regurgitation. On admission, the blood pressure (BP) and heart rate (HR) were 145/70 mmHg and 86 beats per minute, respectively, while blood and biochemistry tests were as follows: Hct = 37.3%; Hb = 13.8 g/dL; MCV = 81.7 fL; MCH = 29.6 pg; PLT = 214 × 10^3^/*μ*L; WBC = 6.3 × 10^3^/*μ*L (leukocyte type: NEU% = 70%, LYM% = 20%, MON% = 7%, and EOS = 3%); INR = 1.22; serum glucose = 101 mg/dL; urea = 39 mg/dL; creatinine = 1.02 mg/dL; Na^+^ = 139 mmol/L; K^+^ = 4.2 mmol/L; and erythrocyte sedimentation rate (ESR) = 52 mm/1st hour. The Mantoux test showed 10 mm induration, and his chest X-ray had no significant findings. The computed tomography (CT scan) showed minimal fibrous bands in the upper zone area of the right upper lobe, while a small calcified nodule (3 mm diameter) was also found in the periphery of the apical-posterior segment of the left upper lobe ([Figure 2](#fig2){ref-type="fig"}). Fiberoptic bronchoscopy revealed a diffusely red and hyperemic bronchial mucosa, particularly intense in the segments of the right upper lobe, with the presence of some small anthracotic areas ([Figure 3](#fig3){ref-type="fig"}). Bronchoalveolar lavage fluid (BAL) obtained from the apical-posterior segment of the left upper lobe showed increased (\>70%) lymphocytes, 15% neutrophils, few (\<8%) macrophages, and scarcity of bronchial epithelial cells with no evidence of malignancy. Direct smear for acid-fast bacilli was also negative. The surgical biopsy and the microscopic examination of the cervical lymph node showed epithelial granuloma with central coagulative (caseous) necrosis and the presence of *M. tuberculosis* complex, respectively. In addition, the microscopic examination of the purulent content of draining sinuses in the patient\'s neck also revealed the presence of *M. tuberculosis* complex. Final diagnosis for TL was established by histopathologic examination (Figures [4(a)](#fig4){ref-type="fig"} and [4(b)](#fig4){ref-type="fig"}).

The patient was started on a four- (4-) drug antituberculous regimen. One month after the initiation of the antituberculous regimen, and after an initial remission regarding the magnitude of the patient\'s neck growth, he experienced an enlargement of his lymph nodes with reappearance of draining sinuses. It was then decided to add oral steroids (20 mg prednisolone daily). Four weeks after steroid administration, there was a spectacular, almost complete remission, of his neck growth. The antituberculous treatment was continued for 6 months, and the patient was free of disease after its completion.

3. Discussion {#sec3}
=============

Extrapulmonary tuberculosis is most commonly diagnosed in peripheral lymph nodes \[[@B12]\]. In our case, the occasional cough and mucous expectoration were nonspecific symptoms for tuberculous disease (TB). Due to lateral neck mass appearance, the differential diagnosis may include neoplastic, infectious or immunologic diseases, sarcoidosis, abscess, tuberculosis, brucellosis, syphilis, toxoplasmosis, cat-scratch disease, and fungal infections \[[@B13]\].

The presence of draining sinuses with purulent material was suggestive of infectious, suppurative conditions such as pyogenic abscess \[[@B14]\] or other infective processes. In our patient, diagnosis of TL was based either on the identification of *Mycobacterium tuberculosis* in the pus of the draining sinuses of the lymph node or on the histopathologic examination of the lymph node showing a typical pathology of tuberculosis. For the accurate diagnosis of cervical TL, the contribution of fine-needle aspiration cytology (FNAC), while avoiding any complication associated with the open biopsy, is reported in the relevant literature \[[@B15], [@B16]\]. The use of fine-needle aspiration cytology in diagnosis of extrapulmonary tuberculous lymphadenitis was also reported by previous studies \[[@B12], [@B17]--[@B19]\], with granulomatous inflammation on fine-needle aspiration cytology to be strongly indicative for tuberculosis infection \[[@B18]\]. However, excisional biopsy compared to the fine-needle aspiration technique seems to be more sensitive and safer in diagnosis of peripheral TL \[[@B17]\], particularly when multiple lymph nodes should be examined \[[@B20]\]. Another issue to be discussed is the exacerbation of our patient\'s neck growth one month after induction of anti-TB treatment, something which is not an unusual event during therapy of TL, characterized as a paradoxical reaction (PR). Paradoxical reaction is a transitory deterioration of the clinical and/or radiological condition although the patient is under appropriate anti-TB therapy \[[@B21]--[@B23]\], and it is interpreted by two different proposed theories: the first lies in a delayed immune activation and the second one in a hypersensitivity reaction to the antigen released from dying mycobacteria \[[@B24]\]. Predictive risk factors for paradoxical reaction during treatment for cervical lymph node TB are lymph node size ≥ 3 cm and extralymph node TB (multivariate and univariate analyses), as well as sweating (univariate analysis) \[[@B25]\]. Age, antigenic load, lymphocyte count, inflammatory status, and vitamin D status are also independent risk factors for paradoxical reaction, when under treatment for extrapulmonary TB \[[@B22]\]. Moreover, baseline anemia, hypoalbuminemia, lymphopenia, and a greater change in lymphocyte count are independent risk factors for PR during therapy for pulmonary TB \[[@B26]\]. The incidence of paradoxical reaction, during anti-TB curative treatment, ranges from 6% to 30% \[[@B27]--[@B29]\] with the respiratory system, central nervous system, and lymph nodes to be mainly affected \[[@B23], [@B30]\]. In TL, paradoxical reaction usually occurs within two months, ranging from 14 to 270 days, following administration of anti-TB medication \[[@B23]\]. Immunotherapy with steroids or an antitumor necrosis factor-alpha (anti-TNF-a) inhibitor may help to resolve the paradoxical reaction of lymph nodes during treatment by inhibiting granuloma formation interfering with the penetration of anti-TB chemotherapy \[[@B31]--[@B33]\]. According to the relevant literature, when diagnosis of TL is established and adequate anti-TB regimen is administered, a relapse in adenitis or appearance of draining sinuses could be expected and managed by adding oral steroids along with the anti-TB medication \[[@B32]\], despite steroids not being prescribed for TL treatment \[[@B34]\], except for local discomfort \[[@B20]\]. The use of corticosteroids while receiving therapy for TL seems to resolve paradoxical reaction and improves the clinical outcome \[[@B30], [@B35]--[@B39]\]. Although steroids seem to be particularly effective against paradoxical reaction during appropriate treatment for intracranial tuberculomas \[[@B21], [@B32]\], TB meningitis \[[@B40]\], and pleural TB \[[@B41]\], another study showed no significant clinical response \[[@B42]\]. The rationale for the use of corticosteroids is based on the reduction of the inflammation process \[[@B30]\]. Specifically, for neuro-TB, the administration of corticosteroids reduces cerebral edema by also influencing cerebral vasculature \[[@B43]\], while for peripheral lymph node TB, the benefit of corticosteroid therapy seems to be less clear \[[@B44]\]. Nonetheless, a more recent comparative study showed that the routine addition of corticosteroids for the first 3-4 months in tapering dosage, even without appearance of paradoxical reaction, in patients receiving standard medication for cervical lymph node tuberculosis, is safe with better clinical outcome and complete relief of symptoms \[[@B38]\].

Also, surgical therapy is the method of choice to manage cervical TL attributed in nontuberculous mycobacteria, specifically in children, due to better response compared to three months of two-drug antituberculous chemotherapy \[[@B45]--[@B47]\].

The learning points, useful in clinical practice, from our case, can be presented as follows: (i) the patient belonged to an age group where cervical TL is particularly uncommon as a form of extrapulmonary tuberculosis, (ii) the exacerbation of the patient\'s neck lymphadenitis was resolved by oral steroids, and (iii) the patient was in complete recovery and free of disease after accomplishment of his 6 month antituberculous chemotherapy.

In conclusion, TL should always be among the differential diagnoses of lymph node enlargement even when no constitutional symptoms exist, as in the presented case. When diagnosis is established and the indicated antituberculous treatment is administered, a relapse in adenitis or draining sinuses presentation is not considered as treatment failure but this effect could be expected and can be managed by adding oral steroids along with the antituberculous medication.
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![Lateral cervical area of patient with swollen and draining lymph nodes.](CRIM2019-7838596.001){#fig1}

![Chest CT image showing small (3 mm) nodules (black arrow) in the apical-posterior segment of the left upper lobe.](CRIM2019-7838596.002){#fig2}

![Small area with anthracotic discoloration (black arrow) in the posterior segment of the right upper lobe.](CRIM2019-7838596.003){#fig3}

![(a) Tuberculous granuloma with collections of epithelioid macrophages (thin two-direction black arrow) and Langhans giant cells (simple thick black arrow) H-EX400. (b) Central coagulative necrosis (thin two-direction black arrow) with a rim of epithelioid cells ("lightning" black arrow) H-EX100.](CRIM2019-7838596.004){#fig4}
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